Summary-3H-thymidine labelling and autoradiography were used to compare density dependent inhibition of growth in the cultures of two transformed lines of hamster fibroblasts and in primary cultures of their parent normal cells. Similar manifestations of density dependent inhibition were found in the isolated cultures of normal and neoplastic cells: at saturation densities these cultures had low labelling indices; these indices considerably increased when the cells migrated into the wound from the dense sheet, prelabelled cells seeded on the dense sheets of unlabelled homologous cells did not proliferate. However, proliferation of neoplastic cells was not inhibited when they were seeded on the dense sheet of normal fibroblasts. Thus, neoplastic hamster fibroblasts of both lines retained sensitivity to the inhibiting effect of homologous neoplastic cells but completely lost sensitivity to the inhibiting effect of normal fibroblasts. The possible significance of this selective loss of the sensitivity to normal cells is discussed briefly.
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INSENSITIVITY to the local inhibiting effect of homologous cells (loss ofthe homologous density dependent inhibition of growth) is usually regarded as one of the characteristic traits of transformed fibroblasts. At the same time, certain lines of transformed cells retain sensitivity to heterologous inhibition: their growth is inhibited by normal fibroblasts (Stoker, 1964; Ponten and MacIntyre, 1968; Weiss and Njeuma, 1971) . Other transformed lines are insensitive to heterologous growth inhibition (Aaronson, Todaro and Freeman 1970; Weiss, Vesely and Sindelarova, 1973 Fig. 2 ).
To assess the growth of prelabelled cells on the established sheet of unlabelled cells, we used the method of Stoker (1964) (Fig. 4, 5, 6 ).
In contrast, the density of labelled cells , __ _ w 6 attached to the glass in the same cultures 4 increased considerably. Thus, cell divisions took place on the glass but not 2 on the sheet. This conclusion was con-0 firmed by the counts of the numbers of 6 7 9 grains over labelled nuclei (Fig. 7) cell sheet; 24 h after seeding, the densities of labelled cells on the sheet and on the glass were similar (Fig. 5, 6 ). In the following days the density of labelled cells on the sheet increased at the same, or almost the same, rate as that on the glass. In a number of experiments the same suspension of labelled transformed fibroblasts was seeded on the sheets of homologous transformed cells and on the sheets of normal cells. Medium II was used in these experiments so that the sheets of both types had similar population densities. In all experiments densities of labelled transformed cells increased between 1 and 5 days on the glass and on the normal sheet but not on the homologous sheets (Fig. 5, 6 ). Dilution of label between 1 and 5 days was similar on the glass and on the normal cell sheet (Fig. 8) Fig. 4 (Domnina et al., 1972) . In the experiments of Weiss et al. (1973) (Njeuma, 1971; Westermark, 1973) ; (2) certain neoplastic cells may retain sensitivity to the inhibiting effect of parent normal cells but lose sensitivity to homologous cells (Stoker, 1964; Ponten and Macintyre, 1968; Weiss and Njeuma, 1971 heterologous, and especially homologous, density dependent inhibition. Mechanisms of density dependent inhibition of growth remain unknown. Either contact induced alterations of cell surface (Cone and Tongier, 1973) or local changes of the cell microenvironment in dense areas (Rubin, 1971 ) may be responsible for this phenomenon. A number of recently obtained facts favours the second of these possibilities (Stoker, 1973) . However, the nature of the critical alterations of microenvironment remains unknown. These may be some locally acting growth inhibitors produced by the cells or local changes of pH etc. These alterations may decrease the ability of cells to utilize components of the medium, especially serum (Dulbecco and Elkington, 1973 (Vasiliev and Gelfand, 1973) so that a large part of the surface of each neoplastic cell is at a considerable distance from underlying normal cells. This may decrease the effectiveness of the inhibitory action of normal cells in mixed cultures. This possibility merits testing in future experiments.
It may be suggested that neoplastic cells insensitive to local inhibiting effect of normal elements may have considerable selective advantage in vivo, especially at the early stages of tumour formation. Even single transformed cells of this type may be able to proliferate in normal tissue and to form a neoplastic nodule. The presence or absence of sensitivity to homologous growth inhibition will affect only the rate of proliferation within this nodule after its formation. However, it is obvious that growth of neoplastic cells in vivo is affected by many additional factors and therefore one can hardly hope to find good correlation always between cell behaviour in vivo and in vitro.
